
Complementary and alternative
medicine (CAM) is a generic term
for a range of therapies and

practices including herbal medicine and
acupuncture. Herbal medicines are the
most widely used form of CAM.1 The
general public has a more positive view
of herbal medicines compared with con-
ventional medicines, largely because
they are perceived as being “natural” and
“safe”. However, recent events have
shown that herbal medicines can have
severe adverse health consequences. For
example, aristolochia and kava kava
have recently been withdrawn from the
UK market because of their association
with nephrotoxicity and hepatotoxicity,
respectively.2 Similarly, regulatory action
had to be instituted against St John’s
Wort because of its potential to interact
with other medicines which led to
serious adverse events such as graft
rejection (interaction with immunosup-
pressants) and failure to suppress HIV
(interaction with protease inhibitors).3

Ginkgo biloba extract is a widely used
herbal preparation derived from the
broad leaves of the maidenhair tree. It is
advertised as being effective in a wide
range of conditions including dementia,
peripheral vascular disease, erectile dys-
function, premenstrual syndrome,
asthma, senile macular degeneration,
tinnitus, and vertigo. However, evidence
of efficacy in these conditions is either
lacking or at best inconsistent, and based
on poorly designed trials with subjective
end points.4 A variety of adverse effects
have been reported with Ginkgo biloba
extract including headaches, diarrhoea,
and vomiting. The most serious adverse
effect reported is haemorrhage, which
has been attributed to the ability of
ginkgolides, a component of the extract,
to antagonise platelet activating factor.5

In this issue of the journal, Fong and
Kinnear report the case of a patient on
Ginkgo biloba extract who developed an
acute retrobulbar haemorrhage after a
peribulbar injection.6 This report, taken
together with other reports of cerebral
and extracerebral haemorrhage (see
their table 16), and the evidence of
biological plausibility,5 provide a strong
indication that the extract may predis-
pose certain patients to bleeding epi-
sodes. Furthermore, patients on other

drugs affecting either platelet function
(non-steroidal anti-inflammatory drugs
and clopidogrel) and/or coagulation
(warfarin and heparin) are likely to be at
higher risk of haemorrhage and thus the
use of Ginkgo biloba extract should be
contraindicated in these patients. The
possibility of interactions with herbal
medicines was starkly highlighted by the
case of St John’s Wort,3 but despite this
there are indications that pharmaceuti-
cal companies do not routinely incorpo-
rate herbal medicines in their interaction
studies of new chemical entities.7

Chemical analysis of different batches
of Ginkgo biloba extract produced by the
same manufacturer and that produced
by different manufacturers is likely to
show marked variation in the content
and concentrations of the pharmacologi-
cally active constituents. By extrapola-
tion, this will lead to variability in
biological effects, and thus the risk of
haemorrhage. Variability in composition
is a problem seen with most herbal
preparations since they are not manufac-
tured in accordance with the principles
of good manufacturing practice.1 Stand-
ardisation, however, may be difficult to
achieve for some preparations because
the active constituents may not be
known. Contamination of herbal medi-
cines is also recognised to be a problem;
this may involve contamination with
other toxic herbs, for example aristolo-
chia, or with conventional drugs, for
example, corticosteroids.2 Regulation of
herbal medicines has to date been far
from ideal, and does not give adequate
protection against poor quality products.
In order to improve the situation, the
European Union has published a draft
directive that aims to establish a harmo-
nised legislative framework for authoris-
ing the marketing of herbal medicines.8

One important requirement of the direc-
tive, which will be in force by the end of
2004, is that the manufacturer of the
herbal product will have to provide
evidence demonstrating that the product
has been manufactured according to the
principles of good manufacturing prac-
tice. This will undoubtedly lead to
improvements in the quality of products
available to the public and, importantly
through standardisation, in the assess-
ment of efficacy of these compounds

through high quality randomised con-
trolled trials.

While we await these developments,
what are the implications for clinical
practice? First, it is important to realise
that herbal preparations contain biologi-
cally active compounds, which may
cause adverse effects and/or interact
with concomitantly administered con-
ventional drugs.4 Second, the use of CAM
is widespread. About 22% of question-
naire respondents in the UK had pur-
chased over-the-counter herbal or
homoeopathic remedies in the previous
year,9 while in the US, 43% had used
CAM at some time.10 Approximately, one
third of patients undergoing surgery
admit to using herbal medicines.11 Pa-
tients do not inform their doctors that
they are taking such therapies, and
importantly doctors do not routinely ask
about CAM. It is therefore essential to
document whether a patient is taking
herbal medicines during any clinical
evaluation; this may help in making a
diagnosis when the patient develops new
clinical features, and may help in avoid-
ing serious interactions with conven-
tional drugs.
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Always ask your patient about herbal medicines
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